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OPINION: 
MEMORANDUM 
In this administrative record review case, Plan&I 

Zeneca, Ync. ~Zeneoa”] challeqges 8‘ degision oPDefen- 
darn Food and Drug Administration [“FDA”] 
an Abbreviated New Drug Application $,“ANDA”]. for a 
propofol formulation manufactured by Defendant Gensia 
Sicor Pbarrnaceuticals, [*21 Iuc. [tlGens~a*]. In-approv- 
ing Gcnsia’s ANDA, FDA permitted the biting of 

Cross motions fm judgment have been 
jilcd by ~‘~~i~a, 41 severaf ancillary mo- 
thy related to t& co n of the administrative 
record, n2 and +mia”s 3cabegtion of trade secret protec- 
tion over portion, of &e ablative record, n3 All 
motions are now fully ~~~~~ ti 

nl ~~ca’s Iyfotion for Partial Summary 
J~~~~ Paler Fo. 66; FDA’s Motion for 

r No. 72; and Gensia’s 
Paper No, 74. 

~.~n~~g is a vrion to dismiss filed by Gen- 
sia, Pa@ No: 2% ‘seeking dismissal of cert&in 
Fifth ~~~~t “takings” claims asserted by 
2h$eca. R6qawe @meca’s taknsgs claims are di- 
reotly r&it&l to 2+&s claim of market exclu- 
hity for it pro~ct, an &XC &at is also raised in 

t motions, die motion to 
in conjunctian with the 

n2 Gensia’s notion to Strike, Paper No. 28 
and FDA’s ,Motian for a Prcrtccrjive Order, Paper 
No. 84. 

a3 ii$aeea’s Mvtiozi to Strike, Paper No. 75; 
FDA’s Moti;on to Seal, P+er No. 73; and 
Zyka’s qubst for a more particularized Privi- 
legi *g* Pa~.Na. 76. 

1x4 The motiqs are actually more than fully 
Ii&fad jIn re~po~~g to Defendants’ Summary 
Ju Z&ma took. the rather un- 
us g four separate pleadings: a 
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“Reply Memorandum in Re~~e to FDA’s 
Summary Jtidgrnent ~e~~~~~” Paper No. 
77; a “Reply Memorandum m R~~~o~~~ Gen- 
sia Sicor’s Motion for Summary ~ud~~~~’ Pa- 
per No, 78; an “Opposifion to FDA’s Cross Mo- 
tion for Summary Judgment,‘” Paper No, 79; and 
an “OpPosition to [Gensia’s] Cross ‘Motion for 
Summary Judgment. 

The Local Rules cbarly require that -where 
there are cross motions for s a 
party in Zeneca’s po&ion shotid have f%ed a sin- 
gle memoraudum opposing the cross dnotioas and 
replying to the oppositiom to its owQ motion or,’ 
at most, a single memorandum amend to the 
arguments of each Defendant. !$ee Loyal Rule 
105(2)(c), Zeneca seeks to excuse its viola~on of 
the Local Rules by claiming ignoranee of,Defcn- 
dams’ intention to file summary (. Judgmkt mo; 
tbs. See Paper No. 86 at 6 n4 That #&r of ig- 
norance is surprising r;onsidering that ,$his “is a re- 
cord review case where it cauk5 be saf@y aa- 
sumed that cross motions would be filed. $f thme 
was uncertainty, the simple resolution wouid 
have resulted from a teIc$hone calit 

Putting the tical Rules as@ comm&sense 
should have dictated a single p&&g. As filed, 
Zeneca’s pleadings am incredibly %hqA&tti~e. 
Pages 2 through 16 of Paper No. 79 are- neariy 
identical to pages 4 thropgh 17 of Paper No. 80. 
Large portions, in fact, almost the entirety of Pa- 
per Nos. 77 and 78, simply repeat the exactsame 
arguments. 

Far from beiug “ihegical” or “dra~o&n” as 
Zencca insists, see Paper No. 86 at 6 n-4, the 
briefmg scheme embodied in the Lo&&I, Ruks 
promotes the most ef&?ie@ resahttion of cress 
motions for summary judgment, Zene&s coun- 
sels’ pleading strategy, adopt& for wha%ever rea- 
son, has resulted in a needle@ waste :of * 
Courts time, opposing counsei!stime, and the re- 
sources of their chent. 

1*4i 

I. STANDARD OF REVIEW 
Zeneca challenges FDA’s decision to a3rppove Gen- 

sia’s ANDA under the Administrativq Procedures Act, 5 
U.S.C. $ 706 [“APA’!]. Under tbc APA, a court shall rapt 
set aside an agency action, findings, or concksions, 
unless the same are found by the court ‘“to be .,I .arb&rary, 
capricious, an abuse of discretion, or othgrw@e not in 
accordance with law ..,I’ 5 U.S.C. j TU$(2)(A)i; Under 
this standard, “there is a presumptio&n favor &he va- 

lidity of a~~tive act&n,‘” and courts are particn- 
l&y d~~~~.~~n rpmting its own 
statute ~d”r~~u~~ons; Ruth~ord, 442 
U.S. 544, 553, 61 L. Ed” .2&l 68, 99 s. ct. 2470 (1979); 

im FDA .762 .E &ppa 382, 386 (D.D.C. 
qmrt “is to show a proper def- 
f.thc agency, the court should 

of the record in 

fromus.+‘), cert denied, 516 U.S. 907, I33 L, Ed, 2d Z9S, 
If6 2% ‘C&‘-274 (~99~~~ ~~e~t~~ Fabricaru Inst. v. 
EPA, (297 U.S. Ajg& D. C. 331, 972 F.2d 384, 3&P (D.C. 
Cir. 1992) (f&male fq deference is “p?rticular~y 

fit evid 
deference is 
reievant fac- 

tors upon v&i& the is based are supported by 
some eyidcnee, JWw ~~~ortff~o~, Inc. Y. KC, 221 
U.S. App. B CT. $12, 684 Ir,2d 84 88 (DC. Cir. 1982), 
[*6] cat. deuiedy 460 U.+. 1.@22, 75 L. Ed 2d 494, 103 
s. ct* lZ;rij (i983$ Lcasqy of Particuhtr importance+n 
this action, the court must review the admhistmtive ie- 

the FDA; it does not pursue its own 
Fj~, 441 US. 138,142,36 L. Ed. 
(1973). 

emit of this litigation Zeneca 
td& Court for its consideration 

variot~ teats; The Court de&d that request, holding, 
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even were Zeneca to obtain sari&a of the 
product and condu@ its own tests as to its 
safety and efficacy, that evid& woiild 
not be ,admissible in this litigation 
Zeneca’s protestations to the co&eary~ 
notwithstanding, this is 
review case. To the exte 
now, or will develop in the future, [*d 
some new, evidence not present&It0 the 
FDA, tie appropriate c+use is to submit 
the evidence to the FDA for r~omsidera- 
tion of its initial determination New 
medical evidence will not! be reviewed for 
the first time in this Court. 

March 4, 1999 Order at 5-6 n.2. 
Nonetheless, after the Court den@d that discovery, 

Zcneca had its employees proceed to ueate its owrrver- 
sion of what it believed’ Gensia’s pr&&tix &I be, tested 
that product, and then submitted the test results to the 
Court. Once Xeneca was able to :obtain sarriple$ ictf @en- 
sia’s actual product, Seneca had one of its etnployees 
conduct additional teats and then Zoneca filed the results 
of those tests with the Court as welt See Se*ed Docla- 
ration of Christopher B, Jones, Ph.D., ,Ex. A to Zneca’s 
Reply to FDA% Summary Judgment Motion. 

Defmiants have motioned .for fhe I=ourt to strike 
from the complaint all reference{ to materUs outs$ie the 
administrative record, seePaper No. 28, and to disregard 
any materials submitted with Zeneca’s pleadings ;jvhich 
were not first submitted to FDA as Part of its review of 
the ANDA. While acknowledging that&e Court &mot 
conduct a de nova review of FDA’s decision, neca 
[*$I argues that the CoUa can Consider the, ~n~~~o~. 
“for the limited pqose of p~ovidhg refevalrt back- 
groun$ information necessary to petemke whether FDA 
considered all relevant factors on an approptiate record.“ 
Opp. to Gensia’s Mot. to Strike at 7-8. 

Zeneca’s argument creates ‘a distin@ion v@out a 
difference. For the Court to determirie weep &eneca’s 
test results or the issues those result!! supply misti 
should have been considered by the FD& would require 
the Court to make a thresholds ion aa to *e 
scientific validity of the tests, If, on the axe hail .the 
tests amount to nothing more than ‘fjunk science,” therr 
the FDA was correct in not con&&g 
other hand, if the tests ate scientificalty valid, 
FDA may have erred. This de~~ti~ however, ia 
precisely the type of s&M% d~te~~on 
competent and the Court is not: cornpet@& 
Zeneca truly believed that it had releknt in&m&on for 
FDA to consider, there is no apparent reason why it did 

not submit the ixfQ~ti~ to FDA as urged by this 
Court sizke the i@$ion of tlyi$ litigation. n5 

gt5 Tbg ccyrt n&es that, while Zeneca sub- 
mitted t$we expert opinions and test results with 
i& it ~~ly-re~ed otl them very little 
i;r. gs .t@msdves. It would appear that 

s to health care provid- 
not fmt made part of 

eguIatior& would have 
of these comparative 

these maMais in twrnfs 
2eneca believes that it 

d not &WC been able to 

tion to strike and, 
will dism-- 

cord before 

s issrie with FDA’s compilation of 
ve, record. Zoneca claims that the record 

&tat was not the frill adminis- 
b@an~ the agency at tbe time it 

made its de@sw, A~ord~~l~, Zeneca has propounded 
discovexy req~a~ ‘#- tWI?I+ reIated to the manner in 
which the rwmd was ~~e~~e~ and the cornpletmess of 
the record. Zeus &gues t&$ the Court cannot eo&de; 
Defendants’ cross; tiotiorrs : 
this discovery is ~~E~~ “l%ll 
record:’ In ,respons*.to tieoa!s coveryrequests, FDA 
has filed a motiorj. for a p&e&&e or&r barring discov- 
@ry- 

Because “tbefacal p&t for judicial review should 
be the %~u~tiv~ :re+rd already in existence, rtot 
some ‘new re&$ mgde ally in the revWing cour$” 
Campv. Pitti* 4J.J U.S. 142v 36L Ed. 26 ft.%. 93955. 
Cf. Zg4f (1973), discovery is jjpmedly nor #rmitted ix 
a3d.P~ r&hew epe. ~.~~‘can Canoe Assoc., Inc. v. 
EPA, 46 J? Supg,~L?d 473. (ED, Va. t999/. [*lO$ Courts 

e$ a few circmnstan cc9 where 
ase: 1) a faihne in the 
~aaim as to frustrate 

rthmving” that doou- 
y the agency are absent 
plement the record to 

explain ,or ~clarify tech&a! terms or ot$er dif&ult sub- 
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ject m a tte r  i n c l u ded  i n  th e  r e c o r&  a &  4 5  a  s 
b a d  fa i th  o r  i m p r o p e r  b e hav i o r . Pub l i cFvwe r -  
J o h n s o n , 6 7 4  F .2d  7 9 1  ( 9 th  Cir. 1 9 !2J, T h e s e  &xcep -  
tio n s , b o w e v e r , a r e  lim ite d  a n d  n a r r o w , as  “tW & & n a -  
tio n  o f th e  a d m inistrat ive reco rd ,  l ike 
a d m inistrat ive p r o c e d u r e , is e n title d  to  
a d m inistrat ive regu la r i ty .  T h e  cour t  as  
p r ope r l y  d e s i g n a te d  th e  A d m inistrat ive 
c l ea r  e v i d ence  to  th e  c o n trary.” B a r  A 4 K  I@ cha  Y ; Y u e t- 
ter, 9 9 4  F .2d  ,7 3 5 , 7 4 0  ( 1 0 th  Cir,’ ~ 9 9 ~ J ~ e ~ ~ s i s  a d d e d , 
cita tio n s  o m itte d ) . 

Z e n e c a  seeks  to  re ly  o n  th e  first a n d - s e c o n d  e x e e p -  
tio n s , ’ i d e n tifyin g  seve ra l  c lasses o f b o r n e  ^ & a t it 
c la ims s h o u l d h e  i n c l u ded  in, b u t a r e  a b s e n t E rcsm,  th e  
a d m inistrat ive reco rd .  Z e n e c a  a l so  {*Ill cIa i r &  & o r e  
b road ly ,  th a t “F D A ’s w h o l e  a p p r o a c h  to  ~ “~ ~ i~ ~ ~ ~ n  
o f th e  a d m inistrat ive r e co r d  i n  th is  cas  
to  M o tio n  fo r  P r o t. O r d e r  a t 4 , k.t th a t 
h a v e  [] ‘subm i tte d  a n  a d m inistrat ive 
wh i ch  c o n ta i ns  on l y  d o c u m e n ts fa vo r i n g  ~ [p D A ;‘s] d e &  
s ion.“’ Id , a t 3  ( q u o t@ g  N a tio n a l  ~ ~ ~ ~ ~ ~ ~ @ d ~ ~ ~ ~ n  v, 
B u tfo r d , 6 7 7  F. S u p p . 1 4 4 5 ,1 4 5 i  (D. h&it .  3 9 8 5 ) ) . 

T h e  C o u r t n o tes, init ial ly, th a t Z e n e c a ’s c l&m.  th a t 
F D A  on l y  i n c l u ded  d o c u m e n ts i n  th e  r & o @  th a t a p  fa -  
v o r ab l e  to  its dec i s i on  is incvns istent  w & h  th e  pos i t i on  
Z e n e c a  h a s  ta k e n  i n  o tb e r  p l e a d i n gs . S e n e c a  a rks  i n  
mov i n g  fo r  s umma r y  j u d g m e n t, n o t on ly  that i & e  a m  
d o c u m e n ts i n  th e  r e co r d  u n d e r m i n i n g  F D A ’s dec is io rm,  
b u t th a t th e  a d m inistrat ive r e co r d  as  a .wbvlc es tabkshes  
th a t F D A ’s d o & i o n  was  a rb i t ra ry  a n d  c ~ ~ c i o ~ .‘~ e  
th e  C o u r t d i s ag r ees  wi th Z c n e q a ’s c o n & & n  * tv its 
e n title m e n t to  s umma r y  j u d g m e r n , its ab i&y to  a r g u e  th a t 
e n title m e n t be l i es  a n y  cvnc lus ion  th r $  F D A  comp i l e d  a  
san i t i zed  reco rd .  

As  to  th e  i nd i v i dua l  c lasses o f d o + m e n ts th a t 
Z e n e c a  asser ts h a v e  b e e n  with. l ie ld & o m  th e  reco rd ,  th e  
C o u r t fin d s  n o  mer i t  i n  & ncca’s: p r o te 5 ta tio n s . T l ie  [“li] 
d o c u m e n ta  th a t Z e n e o a  c la ims,a re  m iss ing a r e  + a u m e m s  
th a t e i t he r  n e v e r  ex isted,  @ S t b tit a r e  ~ o ~ ~ r o p ~ ~ ~ ~  o f 
th e  reco rd ,  o r  a r e , i n  fact, a l r e ady  i n  th e  r e $ r &  Fo r  e x e  
a m p le, Z e n e c a  fau l ts  F D A  fo r  - fa i l ing to  i n o i u d e  ’ 
r a n d u m  o f m e e tin g  fo r  a n  A u g u s t 1 9 , W 9 8  3  
e n c e . As  FD ,A  h a s  e xp l a i n e d , n o  s t ra tum b f th is  
m e e tin g  was  eve r  c rea ted .  F D & , i n  its ~ ~ e ~ v ~ .~ d  n o t 
cons i de r  th e  te l e p h v n e  e o n fke n ~ e  a n  @ ven t ‘th $ t wicr -  
r a n te d  th e  p rvduct ivn  o f/a  m e m o r a n d u m  to  b e , i $ $ u d e d  
i n  th e  reco rd .  T h e  subs tance  o f ‘th e  c o n & $ e n C c , hvweve r i  
is i n c l u ded  i n  th e  r e co r d  i n  th e  fo r m  o f, t&  p r e -  
c o n fe r e n c e  subm iss i ons  o f G e n s i a . 

Z e n e c a  a l so  p r o tests - t he  a b s e n c e  o f a  dvcuk ren t  p r e -  
p a r e d  by  a n  F D A  a tto r n e y  a dd r e ss i n g  th e  ~ q u S s tivn  o f 
w h e th e r  th e  p r o p o s e d  l a be l i n g  o n  Gens i ~ s  p r o d u e t co rn :  
p l i e d  wi th ce r ta in  sta tu to ry  l abk l i ng  ~ ~ ~ ~ ~ . Th is  

d o c u m e m  is c l e a r&  a  ~ ~ ~ e ~ ~  d v c u m e n t a n d , fiu th e r -  
m o r e ; ,a 5  it ’ $y  l ega l  q u e s tio n  th a t th e  
COu r t  ‘ilIp @  its i nc lus ion  i n  th e  r e co r d  

2 % n p c a k % s t si c & a IIe n g e  to  th e  r e co r d  r e -  
la tes tv F D A ’s u g w  to  i nc l ude  d v e u m e n ts & o m  
o u tsid e  th e  F D A %  O fb e  
Th is  f* r331:  a ~ e ~ ~ o ~  is .s 

D r ugs  [‘O G D ”]. 
W b iIe  th e  r e +x r r d  

p r o d u e &  was  .~ ~ ~ e d  

r e co r d  

i nc l yded  cmsul ts 

th a t w e r e  a d d e d  to  th e  

d  to  m a k e  th e  requ is i te  
‘th a t th e  a d m inistrat ive 

wi l l  d e n y  Z e n fxa  a n y  
cry a n +  te & # e  th e  p e n d i n g  stu m w y  

~ b ~ ~ ~ ~ ?  th e  a d m in is t ra t&e r e co r d  as  
it n o w  sta n d s , n d  

v r de r as  rnvot,  

,~ o ~ d ~  a n d  o r d e r  ~ 2 1  
i sSL l ~S  a n d  & s e  th e  case,  
“s m & in  fo r  a  p r a tect ive 

m o tio n s  re l a te  to  F D A ’s 
ts in. th e  a d m inistrat ive 
s e & a n  vf a  t r ade  secret  
Z e n e &  file d  a  m o  

o n  th e  u s e  a n d  dk -  

1  f& is ‘G o u t i ssued  a n  o r d e r  th a t 

w i t hhe l d  m a te r ia ls  i n  
s i ng  Zcnccds  m o tio n . 

o p tio n  th a t G e n s i a  wa i ve  its 
t&  m a tci ials p u r s u a n t to  a n  

a pp r o va l  #vteetivt: Jn  th e  Ap r i l  3 0 ,1 9 a S  O r d e r , 
th e  ~ ~ .~ s o  ~ ~ ~ ~ d  * ia to  p r v d u e e  a  p r i v i l ege  log.  
G e t& a  fo b s  ,a  d d p y  6 f a . p r i v i l ege  l o g  to  Z e n e c a  o n  
h r i ay7 ,1999 .  

d d ~ fio m  th e  S u m m a r y  A d m in is-  
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trative Record; 2) fkiled to add&ss ~~rne~~ that bad 
been [*15] produced in a pa&ally re 
grouped the materials in too large of 
provide sufficient description of the 
failed to specify which privilege was 
which documekts. 

On May 28, 1999, Gensia rqsponded to 
quest with a more detailed privilege log 
addressing the concerns raised by Zkrkca. As to the 
Summary Administrative Record docnm@s, C&&a 
exphined that no additional ideptiGca$ion is needed as 
all documents in the Summary-Record arealso in the full 
Administrative Record. Gensia ac~w~ed~ed 
inadvertendy failed to 
men& in the log and re 
log. The amended log 
into additions1 subcategor&s a@ pr&i+s some addi- 
tional in&ormation rega+ing the domnk. As to 
Zeneca’s last complaint concerning thie oaks :@g, it- 
seems somewhat disingenuous fdr &WC& toklaim&at it 
was confused as to the privilege .assert& It ahouid ‘bsve 
beeti Clear f3Om the hiSt0I-y oft& titigatj~n’ &tt &IISia 
was seeking to protect trade secret and c ntirl 
commercial ittformation. 

I;inding that Gensia’s respollse [*14] 
privilege log adequately address Zeneca’s 
Court will deny Zencods request for a more particular- 
ized privilege log as moot. 

On May 14,1999, ZFeea also moved,to st@B from 
Defendant’s pleadings any references to und@cb 
ministrative record ma&als. Bi their mspectiv 
mary judgment-pleadings, both I$efe&nts included. ref- 
erences to privileged r@eri&ls @at We been bleed 
from Zeneca. FDA did so deliberately anid filed utjth its 
plead.& a motion to seal, requesting t&at the Coti enter 
an appropriate protective order allowing releaq 
privileged materiafs to Zenec~, Gensia indicates 
reference to privileged materials w ~~~ve~e~t and 
asks the Court to rule on t+e cross ~~~,~~.~~e~- 
ence to the privileged materials refer&ced by Gensik, or 
those referencsd,by FDA. Gensia a&~ that, every with- 
out the withheld documents, the reced- is ,suffkkr& to 
allow the Court to resolve the c&s motions. 

The Court agrees that the motions can be resoived 
without reference to the privileged mate+& T’herefke, 
the Court will grant Zeneca’s motion to strike. ‘FDA’s 
motion to seal, to the extetit that it requests xeleas&Qf the 
withhald I*171 documents pursuant to a pWecti~e or&r, 
will be denied.. 1i7 

a7 The Court will strike those refcrmicm to 
the wir%held materials in’ that the Court witi not 

note ‘on the @ ivilege issue. As FDA ob- 
are ‘~~n~~es ia “aFtificsaly conking the 

id.‘” See FDA’s Reply in 
Judgment at 8. Un- 
always be avoided. 

a sinful review of an 
~~~~s,a~~~ w%&m bp in conflict with’the need to 

and capri&us- 

lands upon which it argues 
e Gensia’s ANDA was ar- 

Zencca is rod to state unequivacally 
in red letters ofi ~~~~~~R~s labeling 
that the alit %ontains no preserva- 
tive.” 

*B] a pH range of 
.pH zange of the pro- 
roved, Gen5ia Sicor 
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product was more than an “order of mag- 
nitude” lower at 4.5 to 6.4. 

(3) Gansia Sicor admit&~ FDA 
found that Gensia Sicor’s ~bs~~tion of 
sodium metibisulfite ~“S~l~te”) for 
EDTA in DIPRIVAN(R) afkcted th@ 
safety of the proposed propofol prckbsct so 
much that a special wan&$ litxl to be 
added to the labeling approved for 
DIPR.IVAN(R). FDA nonetheless alp- 
proved Gensia Sicor% ANDA. In so do- 
ing, FDA violated its lawn re~~~o~ 
which prohibit FDA fnim approving a 
drug using its abbreviated review proce- 
dures where the applicant, here Gensisl Si- 
car, “fails to providef] iriformation dem- 
onstrating that the diffi~es ,[bctween 
the proposed,drug product and @refer- 
ence listed drug] do not $ffeet the. safety 
of the proposed drug product.” 

(4) FDA violated the F&!A when it ap- 
proved Gensia Sieor’s ANRA s&r fmd- 
ing that die presence of Sulfite in Gewik 
Sicor’s propofolproduct required the addk 
tion of a sulfite warning not piescnt iri the 
labeling for DIPRIVAN(R). As FDA has 
long rmqnktd in its $Icial pronounce- 
merits, the FDCA requires rejection of an 
ANDA “where a proposed ch~ge [*2Of 
in a generic drug, woulsf jeopakbze the 
safe and effective use of the pmduct ‘sii as 
to necessitate the addition of si~~ca~t 
new liibeled warnings.” 

(5) FDA acted arbitrarily, cap~~~~ly, 
and abused its discretion in ~~lu~~ 
that Gensia Sicor’s proprjfol product was 
therapeutically 
DI.PRIVAN(R) bczause, ils FDA correctly 
found Gem& Sicor’s Sul~t~~~~~g” 
propofol product cannot ssfeiy k used on 
a significant porti& of the patient popula-‘ 
tion and should not be itsed on patients 
whose sulfite sensitivity I m&no&~ 

(6) FDA acted arbitrarily, capriciausly 
and abused its discretion, in approving la- 
beling fur Gensia Sic& ~ro~foI~pr~~~t 
which, in violation of l?DA’a stated rc- 

quirements, corua~ Ql@ a sulfite “pm- 
caution” rather than a full sul&e “warn- 
ing” and deletes entirely the parnzreatitis 
warning, 

(7) FDA ~~t~,~ FDCA by approving 

a propofol product 
cmbial. additive, not 

just prdgoful with EDTA. 

higtnent at 2-4 @nnum- 
(*21] will be addressed, 

reserve the right to raise 
ceiving the e&ire ad- 
taldng FDA’s deposi- 
Part. Summary Judg- 
Caurt concludes that 

will be permitted and no 
the record released, 

DA’s decision ‘is limited 

A* FDTA and Sodium Metabisulfite as “Preservs- 
tives” 

the ANDA on die 

n9Tht tion reads as follows: 

P~te~l t&e sh&I contain the 
same in&&e $ngredients and in 
tht saris C~C~t#tiOxl as the ref- 
erwe Hi3 g identiried by the 
kpphcant ef pawimph W3$ 
of this se&&n. Bowever, an apph- 
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cant may setk approval of a drug 
product that &ff& fro& the refa: 
enct listed drug “in presmative, 
buffer, or antioxidant provided 
that the applicatrt identifies and 
characterizes the :diffemrtees and 
provides information dermmstrat- 
ing that the diff’nces ‘da not af- 
feGt the safety of the proposed 
drug product. 

These posrtions, however, takers by FDA in tfeso 
two different contexts, are not inconsistent. The use of 
the word “preservative” in the cootext of approvrJ of a 
generic drug relates to the &u&on of the {+2!3] *tive 
ingredient in the formulation. L the labeling require- 
ment, the word refers to the efRect&eness of the &im-’ 
icrobial agent. The FDA explains t&t neither formula- 
tion cont&s a sufficient conce@ratiW aWe r 
antimicrobial agents so that they ‘carr ‘&et 
preservative affectivcuess tests. See SAR 
Because the level of these agentsis ~~~~ient to protect 
from contaminatiou, FDA requires the labels fur %oth 
products to contain a statement that the product %@ains 
no preservative” “to diminish th$ hulled i>f contirmed 
practitioner misuse and subse 
370, That does not change the- 
sodium metabi&Ifite are Preservatives, i,e., ‘8 
that prevent0 ‘or inh~bjt[} microbial gruwth.‘” fd.,(citing 
Remington‘s Pharmaceutical Sciences at 1286). 

B. The pH of the Approved Formulation 
Zeneca’s Diprivan has a pH range of7.0 to 8.5. The 

pH for the product Gensia is marketing haa a range of 45 
to 6.4. Zeneca argues that FDA approved Get&& prod- 
uct under the mistaken impressiop th%t ?he product Gould, 
have a pH range of 6.0 to 7.5. Zeneca claim ‘is,. in ts- 
sence, that FDA I*241 simply approved ihe wrong @rug. 
Because the approval was based on thjs ~t~~~~~e~~ 
neous factual predicate, accord&g to Zeneca, th& deci- 

’ sion to approve was arbitrary and capricious. 
The record belies any claim that PLY& was ~#~~ 

as to the pH of Gensia’s prod&t Gn March 31, 199’7, 
Gensia submitted an ANDA for a generic prop&o1 prod- 
uct containing EDTA, the same ~~c~ob~ agent as 
found in Diprivau. That product was to ‘Inave h+d a pH 
range of 6.0 to 7.5. Gn Ja&ary 16, lWg,however,-Gen- 
sia amended its ANQA, w&hdr&ng &cm co~~~~tio~ 
the formulatian containiag EWl?A and,, titead, seeking 
approval of a formulation using sodhim metab@Ifist I 
a preservative. Beoause the mictibiai activity of sudium 
metabisulfite is increased in a m&e acid& soh&rn, Gen- 
sia had to lower the pH of its uew fotiulatiort to a&eve 

an antirmcrobisl, effect sin@r to that of Dip&an As 
no&$ by Gensi?; throughout t&e 
amcrui~d ANDA that‘ tw formulation had a pH 
range of 45 to 6.4.8ee a’s Cross Motion at 22 (list- 
ing referees in ~$ha d ANDA to the pH range), 

, Dr. Mart $Wk of FDA noted in his 
&I+ tt$& “Fe Itest product [ *ZJ] differs 
e ~r~~ct ,m the pH specification,” and 

s~~ifi~l~no~ the range:$ta 4.5-6.4, ARar 002905. 
pnangtd for a conference 
QU.? issues related to the 

amtn@d A@DA, ~.~~~ fa the meeting included: 

fog Formulations 

.(I. 

t3 Packag- 
ai tiQ 
.m. 

l&an 

Agenda for Atzgu&E?, 2998 Meeting (emphasis added), 
AR 003826. The 

refereriqe to the. new. pH ale, never read those 
~~~1s .and bee&e aware of the &angt in the 

on which she “signed 
hlfbrmatiorl. see AR 

00401 t-004012; see also, 
v*kw dattd Dec. 21, 1998, 
nmv fisted as 4.5 - 6.4 com- 

pared to 7 to $5, ThepH dif%renee was found to be ac- 
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ceptable by Dr. Mary Fan.&@). W@le there may have 
been some initial confusion, it was &tatiy clar%ed 
long before the AN’DA was @rm$ely approv&B on 
January4,1999. n10 

[*271 
r- 

ANDA 
FDA Kcliance on Sulfite Wainings in A~p~o~ 

nl0 It is on this issue ‘that the lack of avail- 
ability of the entire administrative record, is the 
most problematic. FDA’s motion ~cites ~~~~d 
portions of the record thaf discuss a G$tobur 1998 
microbiology review ‘and a D.ec 1998 
chomiay review that apparetiy a+ referen& 
the proper pH range for the pmjjosed~ predunt. 
Given the other refenx&s in the record to FDA’s 
knowledge of the true pH of the proposed f-0 
lation, the Court need not consider this ~w@held 
material. 

It is undisputed that a certain part&m of the @@a- 
tion is susceptible to’adverse rea&ons to 
sulfite because of sulfite senaitivitici or 
result, in approving-- Gensia’s ‘produet, 
sulfite warnings to be included in ita _ 
Zeneca argues that FDA violated 8 314. 
the FDCA by relying on those warrings as dart of its 
safety evaluation of Gensia’s product. As @ted,abave, !j 
3 14,94(a)(9)&) requires that ani “di@&nces” 
the use of a different preservative must “uot 
safety of the proposed drug product.” As an alternative 
argument, Zeneca contends-tha$ even if warnmg h&&s 
couid be employed to negate new sa~~~,oo~~ related 
to sodium metabisulfite, the warning Iah@ provi#ed are 
inadequate to assure the safe use of Ge~~a’s.pr~~~ 

nl1 FDA requires the fo&vm& sulfite warn- 
ing to appear on any prescriptiori drug product 
containing a sulfite (except, St&%%-0 
epinephrine, whi& must carry a &fererit warn- 
ing): 

“Contains @sert the, name of the 
sulfite, e.g., sodium ~~~.~~~)~ 
a sulfite &at may cause a&r&- 
typo reactions including anapby- 
lactic symptom3 and Iif&- 
threatening or less severe as& 
matic episodes in oerlam suscepti- 
ble peopled The overall prov&nce. 
of sulfite sensitivity in the general. 

bly lcw, Sul@e sensitivity is seen 

there ia nothing novel or 

could not metabolize 

J.& -@e in+&@ &se, as Gmsia correctly observes, in 
ar%u;urg 
tive tif ,$ 
prof& #the geJu%ic 
See Gtasia’s ~oss~Mo~~~ at 16. ?“&a distinction is cx- 
p&it in the, d~c~i~.-~ . While acknowl- 
f%w ~~,~~OVCd “may have an ad- 
verse e ” 0~:~~~ nonetheless, the FDA 
properly concluded the dt?r;b was “safe for its intended 
use.‘: 923 E 2hjvpa at 222 (~~~ addeg. The court 

reasonably concluded 
301 different risk pro- 

sensitive patients, the 
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safety of the product was not affected ~cau~ both Gen- 
sia Sicois product and Diprivan are s&e when. u&d as 
directed.” Gensia Cross biNion at 19. 

The COW finds curious Zeneca’s ret,ated argpm%t 
that the warnings are ineffective to ~nd~~a~~~~~prod~ 
uct safe because physicians will ignore those vkrr&gs. 
See Zeneca’s Motion at 35. Regtdat&s related to the 
labeling and packaging. of drugs arc a ~~~1 pe 
of FDA’s regulatory scheme. To ‘assnme ,&at he&h care 
providers would either fail to r&d Or igkre cleair ,want- 
ings would caIlmto question tha$ entire aoheme. Zeneca 
has provided no support for this remarkable assertior~ As 
to Zeneca’s claim that the warnings are not s enkly 
clear, that they should be printeti in a~‘hehier or a 
different color, that is precisely the hind of sp$$alized 
determination about which this ,Court.carmot sul@mte 
its judgment for that of the ~egnl&ory agency See 
Henley v, FDA, 873 I? Supp. ,776, 782. (@XN.k 
f995](“It is this Court’s view that the ~A’~d~e~~- 
tion of what labeling best refle+~ current scien@ic in” 
formation . I”311 , 0 invulves a high degree 
scientific analysis”), afFd, 77 F.3d cilb @d Cir. 

D, Section 355@(2)(A)(v)% Same Lab 
quirement. 

Zeneca also arguqs that. the need to in&de a~Ifrte 
warning on the. label of Gensia’s ‘pro~t..~es~~,, ia- a vio- 
lation of that provision of the FDCA that reqm.res,;‘gener- 
ally, that the labeling of a generic drng be “&he SF as’ 
that of the pioneer drug See bi USC. $ 
355@(2)(A)(v). n12 Defendants cmtek that, be@mse 
the difference in fabeling.reiates; to a permissible c&ge 
in the formulation of the drug? the dif+renee is 
ble under an established exception to &be ‘“same 
requirement, ,specifically, 21’ C.F.R. 8 314$4 
That regulation, which implements 21 U.&C. f 
355(j)(2)(A)(v), provides, 

Labeling (including the container lab$, 
package inser$ and if applicable, Mediea- 
tion Guide) proposed fo 
must.be the same as the 
for the reference listed 
changes required because 
approved under a petition 
314.93 or because the drug, 
the reference I*321 listed ,&rug ~6 pro- 
duced or distributed by different ~mauufac- 
turcrs , Such differenCes‘ behveeri “me ap- > 
phcant’s proposed labeling and. lab@.ng 
approved for the reference Iisted dmg 
may include differences in listen 
date, formulation, bioavail~b~lity~ M 
pharmacolcinetics, label&g revisions 

21 C.F.R. f, 314,9~~~)~(8~(~~~(~~s added). 

)(2$(A)(v) provides, in part. 

B application for a 
new dmg .coll* - 
*g* 

P331 

tion 
it to 
enki 

*herher Se&on 

dimmest name a~ad~, ofthe makufbcturer.“ Id. 

In decisions interpreting 21 
U.S.C. :I C&t of Appeals for the 
District of Colukbio Circuit’ took a much braader view 
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because the new drug and the listed drug 8re pro&ced ot 
distributed by different rmnufac&rers+“ The court 
with FDA’s inmpretation, .findirtg th8t only tl@iute@ee- 
tation “works in lmmony with”’ othex provisiozis of the 
FLEA, 91 F.3dat ISOO. 

Simihlrly, in this instance, this C~~,~~i~~s that 
FDA’s interpretation of the statutory and r~~~~ 

consequences, notice of those consaqx&?ces qt also 
appear on the label. See 2i C.FzR. $ X1.22 (~eq~~ 
sulfite warnings) 

E. FDA’s Des&&ion of Gensi8% ‘Prod&X a8 
“Therapeutically Equivalent” to DiFivm 

Zeneca next takes issue with FDA’s decision.& list 
Gensh’s [*35J propofol product as t&r8peu$ically 
equivalent to Diprivan in the ‘FDA ‘p~b~~ati~~~ ‘YAP- 
proved Drug Products With ‘I@rqmtiG EcpHltb~ 
Evahmtions,” more commonly known 88 “the Qrmge 
Book” Zeneca argues that FDA& 8dFice inn,the &Singe 
Book on therapeutic equivalmce is iaaccurate, &,there- 
fore, arbitrary and capricieus bei;ause th&’ ~l~~~n d % 
sulfite in Gems&t’s fornmlatioti “may produces severe ad- 
verse reactiogls not associated with Dipriv8n with 
EDTA,” Zeneea Motion at 43. 

Listing in the Change Book 
ply that the generic drug is 
with the listed drug in all 
specifies that “drug products are: couUe@d to be thera- 
peutic equivzulents Only if they 8re ~~~~~~8~ 
equivalents and if they can be expected tu have the .same 
clinical effect and safety profile *he? 8~s~~d to 
patients under the conditions sp&ified 4 the ~8~~l~~g,‘~ 
Orange Book at viii(empIiasis added). Fade? the 
Orange Book specifically ‘c8utions health c8re providers 
to use due care in prescribing or @pen&g ge 
in that the genetic may contain 8 pre#@tive 
not contained in the pioneer, which tight 1*3@ .&me 
allergic reactions in cert8ip pat+&. Id;& ix. ti13 

nI3 Gensia, relying on ~h~~uc~~~u~ MYb. 
Ass’n v. Ken+zdy~ 471 F. S&p. I224 (D. M-d. 
19791, argues that Qrauge Book ratings 8re not 
final agency actions and, therefm, are pot re- 
viewable. Because the Court duds that the 0% 
ange Book listing was neither arhi@y no~:&pt’i* 
cious, the Court need not ulti~~~y resolve this 

R FDA’s Ag$xoval of “Precautiot%” versus “Warn- 
hlg”Ii%be ~~~~~n of Paucra8titis Precaution. 

iZAm@a r&t” makes :po. cl8ims regarding alleged 
!s’pxc?duct: (1) tb%t the 

in the “prec8ution.9” sea- 
” 8t3ctiQrg and (2) that % 

:?n I*371 Diprivan’s, lab& 
ing, is misrrtig in Gem+& 18b&ug. Neither claim has 
merit. 

QI.22(74 requires that the 
ill the “W%Inings” seetiolL 

ntS It is not clear why FDA has yet to issue 
for Diprivpnls p8nmatitis 

erts. r&t FDA ‘?iropped the 
y- to. FDA’s Motion at 19. Re- 

FDA may have made some 
approved for Zeneea’s 
und to withdraw ap- 

I*381 

cenr lax&. order. 

‘FDA acted arbitmily and 
sia’a AM)A in ihat, in so 

ivitytights grmted ta 
aed this issue in a re- 
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Under 21 U&C. j 3~5~,~5~~(iv~, 
the FDA can grajnt three years market 
excluskvity when a pioneer drq matkufac- 
turer submits a supplemental WA con- 
taining reports of new clinical ‘iavcstiga- 
tions “essential to .@e ap$roval of rhe sup- 
plernentt,” The exclusivity ext&ds OX+ to 
the “change approved in the ~~1~~~~” ’ 
Zeneca’s NDA supplement soti@@ +hoz- 
ity to a.dd EDTA to Diprivan. The chnhtl 
investigations it submitted to the FDA. 
with that supplement were necsssitatid by 
specific concerns related to ElX!&.not to _ 
preservatives in general* Thus, thu *x&p 
sivity applies ta propofol groducts inchde 
hg EDTA, not to prppof?l prodwts with 
other preservatives. As Zeneca it&f 
stated in its exclusivity claim, “the exclu- 
shy claimed is for the innovation repre- 
sented by the addition of &sodium edetate 
to propofol.” 

Cw$a’s ~~ti~x lo St&, Paper No. 28, is 

Gensi& Mot@ to Dismiss, Paper No. 29, is 

al Snmmaty Judg- 

a-for summary Judgment, Pa- 

5. ~a~‘~A’s Motion, ta Seal, Paper No, 73, is 
GANGS in tit Cierk df Court slut4 keep the dcsig- 

LetterOrder dated June 8,1999.. 
On this same basis, the Couxt (*39] Ml: gra# sum- 

mary judgment to Defqdants on Zeneco’s cl&h that 
FDA’s approval of the ANDA was a&tra.qy ar&cap& 
cious because it .tiolated Zcnccafs exdutdvity 
cause Zeneca’s Fifth Amqndment takings clainq, 
V and VI, are premised on the Same 
tion of exclusivity rights, 
granted as to those claims 
deny Gensia’s motion to dismiss #osc counti as m@. 

Matjon, far Judgmwt,; 

IV. eONCLUSXON 9. That FDA% Motion.f$r a Pr&ctive Order, Paper 

For the above stated reasons, the,Court fmds FDA 
did not act arbitrarily or capriciously in appear G&II- 
sia’s ANDA fi# its generic versib~ ofr)ip$+n M ir4 tist- 
ing the product as thcrapcuticdl~ equivalenr to Dip&w 
in the Orange Book, As the viability of each< COUE.% of tie 
complaint is dependant upon a :fin&g that 333A Wed 
arbitrarily and capriciously, the hurt udcs that 
Defendants are entitied to surnhary jud as to all 
claims. 

mlinga made by this Court 

A separate order consistent wit& this rne~r~d~ 
will issue. 

William M, Nickerson 
United States District Judge 

Dated: August Il,l999. 


